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CHEMICAL NOMINATION AI]'ID SELECTION

The chemical nomination and selection process w' integral to the effectiv:

operation

and success of the NTP with respect to the testing of chemicals using curren}t method-

ologfes, the validation of new testing methqdologies, and for the evaluation ¢f new con-
cepts of mechanisms of toxicity. From its im’:eption, the NTP has had an opel nomination

procéss. A number of open calls for chemical nominations have been made, jn which indi-
" viduals from academis, various state and Fledgral government agencies, unions,

industry, and the general public were requested to nominate chemicals. Theq Program

regularly publishes for public comment in the Federg! Register and in the NIP Lisison

Office newsletter a listing of chemicals bein!g considered for study. A broad range of regu-
latory and toxicologic concerns are add:esse;d during the nomination and selection process
through the participation of representaﬁves!: from Federal agencies concerngd with public

health issues. In addition, representatives tlrom non-government organizati

s, including

industry, labor, and public interest, sit on tlize NTP Board of Scientific Co lors, and
thus have input into chemical selection dec:isions. Comprehensive presentations will be

made to the NTP Board at their meeting or.': December 13, 1896, about the anmination and

selection process by staff of NTP participatié:xg agencies, including NIEHS, F]
NCI, EPA, and OSHA. The Board will be a:sked to suggest ways the process
proved as well as provide insight into datab:ases, especially for human toxic
the NTP may have overlooked or not been ;aware of.

Increased efforts continue to be focused on: (1) improving the quality of
tions of chemicaE, environmental agents, or issues for study; (2) broadenin,
diversity of nominating organizations and individuals; and (3) increasing no;
endpoints of toxicity other than carcinogene!sis.

Chemicals may be studied for a variety Lf health-related effects, includin
limited to, reproductive and developmental toxicity, genotoxicity, immunoto:

DA, NIOSH,
could be im-
pffects, that

the nomina-
the base and

jinations for

g but not
ficity, metabo-

lism and disposition, as well as carcinogen'ic'ity. Further, particular assista:}ee is sought

with the selection of studies that permit tesltmg of hypotheses to enhance

predictive
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CHEMICAL NOMINATION AND SELECTION

ability of NTP studies, address mechanisms of,‘toxidty, aor identify significant gaps in our
knowledge of the toxicity of chemicals or class'es of chemicals.
Through the NTP Office of Chemical Nomihation and Selection, located within the
ETP, NIEHS, NTP staff are taking a proactive:appmach to identify nominationg for study
by examining lists of high production volume c;hemicals, toxic release inventories, and ex-
posure indexes. Other approaches have inclu#ed reviewing available lists of chemicals
found in human tissues and reviewing all chemicals testing positive in the Salmonella mu-

tagenesis assay that have not been studied in a two-year carcinogenesis bioass
The FDA has a formal nomination and ulécﬁon process from which

ologics, biomaterial, human and animal food additives, and chemicals used in
through its Chemical Selection Working Group (CSWG), The FDA CSWG is
one genior scientist from each product Center S(Center for Food Safety and Appli
tion, Center for Drug Evaluation and Researd?i, Center for Biologics Evaluatio:
Research, Center for Veterinary Medicine, ami Center for Devices and Radiological
Health), the Office of Orphan Products Develc!:pment, the Office of Regulatory
" and the National Center for Texicological Reséarch Chemical/agent summarieg from each
CSWG member who wishes to have consideraﬁjion for NTP nominations are p
the working group for discussion. The CSWG ;ﬁembemhip selects both priority| and rou-

|
tine chemicals/agents based upon scientific and regulatory needs. The FDA’s

6 and
PONTACT

tion process, and is followed by a description of accomplishments during FY 19
program plans for FY 1997. The process is sh?wn schematically in Figure 6. (¢
PERSON: Dr. E. Zeiger, NIEHS) ;
. |
NTP Chemical Nomination — Member agénciea of the National Taxicology|Program
(FDA, NIEHS, and NIOSH) and other sources l(imluding other Federal agencies, state
agencies, the public, labor, and inaustry) submit nominations of chemicals to the NTP for
toxicologic testing. Chemical nominations received during FY 1996, along with 'S Num-
bers, nomination source, and suggested types of testing, are listed in Table 1 (Appendix
A). The nominating sources are asked to also i:dentify: the particular toxicologi4 informa-
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tion needed; the rationale for the nominaticlin; any available backgf'round dath on produc- |
tion, use, exposure, environmental occurrence; and the extent of available thxicological
information (Table 2, Appendix A). Howev‘pr, it is recognized that all potential nomina-

tion sources do not have the resources to ob![tain all the requested informati

Therefore,

all nominations are considered regardless of the extent of the information submitted.

Nominations should be addressed to NTP Nominations Faculty, ¢/o Dr. E.
tional Toxicology Pragram, NIEHS, MD WC-05, P.O. Box 12233, Research T,

iger, Na-
langle Park,

Evsaluation of Nominated Chemicals -J Nominated chemicals are reviewed by the

NTP Nominations Faculty to determine wheltl}er they have been adequately
have been previously considered by the NTP‘ For chemicals not eliminated fi
eration or deferred at this stage, the availab%e literature is examined in detai
Toxicological Summaries which evaluate and summarize the relevant data f
chemical. Included in each Toxicological Summary are: chemical and physical
production levels; use and exposure categories and levels; regulatory status;
effects; and rationale for the nomination.

lested or
rom congid-

to prepare -

oreach

information;
taxicological

The Toxicological Summaries are distributed to the Interagency Commit

for Chemi-_

cal Evaluation and Coordination (ICCEC), ct}amposed of representatives from the Agency

for Toxic Substances and Disease Registry, Consumer Product Safety C
partment of Defense, Enviroumental Protact:ion Agency, Food and Drug Admi
National Center for Toxicological Rése‘amh, (l)ccupatmnal Safety and Health

National Institute for Occupational Safety and Health, and the National Libr

cine.

ICCEC members are assigned as reviewers for each chemical after consid
nature of its uses and exposure so that, to tﬂe extent possible, appropriate re
concerns will be addressed. Members are reqLested to identify their agency’s
any, in the chemical, and to search databases unique to their agencies for
tion on the nominated chemicals and structuil'ally related substances. During
evaluation, the NTP works actively with regﬁlat.ory agencies and initerest gro
plement the information about chemicals nOn‘l:inafed a‘nd to ensure ;t.hat the ¢

ion, De-

istration’s’

ration of the

he
ps to sup- ° ,
emical




-action, each chemical is assigned to an NTEHs, FDA, or NIOSH staff scientist
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selection process meets regulatory agency ne!leds. Where appropriate, a rapreJentative of

the nominating organization attends the ICCEC meeting to present the testin
answer questions concerning the rationale for the noniination.

At its meeting to consider the nominated clhem.icals, the ICCEC assigns test
ties, and also may make recommendations fox; study in addition to those reque
nominator. The testing recommendations are based upon whether the chemi
one or more of the NTP chemical nmnination|
selection also may incorporate mechanistic considerations in order to study ¢
may add to an overall understanding of mechlanigms of chemical toxicity, s

guidelines (Table 3, Appendix A).

needs and

ing priori-
ted by the
satisfies
Chemical

micals that
-to-

species extrapolation and dose-response relai%ionéhips. Chemicals are also congidered that
are part of special initiatives such as the Clea:n Air Act and “Superfund,” and those specifi-
cally identified as farm chemicals. Following the ICCEC meeting, the Toxicological

Summaries are revised as needed for the acce:pted chemicals and the ICCEC

ommenda-

tions are also incorporated. (CONTACT PERSON: Dr. E. Zeiger, ETP, NIEHS)
:

{

Public Comment — A Federal Register notiLe listing the chemicals reviewed
ICCEC and the recommended studies is published. The notice solicits commen
terested parties including information on coxﬁplgted, ongoing, or planned testi
government organizations and the private aeg[:tor. These steps enable other ind
and groups to provide data useful to the NTP:.chem.ical evaluation and testing
ensure broader dissemination, copies of the notice are distributed to the NTP
which includes some 8,000 persons or organizations who have requested to be

by the

s from in-
hg in other
ividuals
process. To
ailing list
on the list.

Review and Approval of Nominations — Summaries of the ICCEC’s revie
public comments on the nominated chemicals are then presented to the NTP
Scientific Counselors. The Board’s commentsfana pertinent public comments
rated into recommendations that are submitted to the NTP Executive Commit
Committee reviews and approves the decision on whether to test, defer, or de
the nominated chemicals for the various types of study, and recommends prior
testing.

!
|

Implementation of Testing Recomm,,end.lations — Following Executive C

and
ard of
incarpo-
. This
te each of

ities for

ommittee

project
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leader) who assesses the data compiled dur‘mg the chemical eva]uatxon
information obtained from detailed searches of the pubhshed lxterature an

ments. The project leader also consults thl{: industrial sources on such issu
production, uses, worker exposure, planned or ongoing testing, and availabi
chemical for study. The project leader, often in collaboration with a project
which can include representatives of the nominating agency, can develop a
address the research needs, or can return the chemical to the Executive
recommendation not to pursue study. Such a recommendation may be base
cal difficulties in studying the chemical, its lack of availability, or the exis
adeqguate outside testing. If a study is wan'a!nted, the project leader, with ap
project team, presents a study proposal to an NIEHSINTP project review

committee, which consists of scientists repre'Taentinz different scientific discip}i

sponsible for seeing that the project plan adldresses all the issues of scientifi
will be carried out by the most appropriate methods (contracts, grants, etc.)
selected 28 a result of this process are then ‘istud.ied as time and resources pe
Results of toxicological studies of selecte:d chemicals are routinely peer-

results are published as NTP Technical Reports and/or in the open scientific
Test results are also available from the N'Ti’ subsequent to peer-review but
lication. !

|

Chemical Nomination and Selection A;ctivities‘

ss and other
public com-

8 as mode of
ity of the

{ All chemicals

Fmit.

viewed. The'
literature.
prior to pub-
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Evaluation of Nominated Chemicals — During FY 1996, the Interagenc

for Chemical Evaluation and Coordination (ICCEC) reviewed 11 chemicals

y Committee
at were pre- ;

viously nominated to the ngram and made recommendations based in partjupon

whether the chemical satisfied one or more 9f the eight nomination guidelin
chemicals were evaluated by the ICCEC on .:Tuly 15, 1996.

Review and Approval of Nominations -T On January 26, 1996, the NTP

s. These

Executive

Committee reviewed and approved ICCEC r;ecommendations on 11 chemi
to the NTP for extensive toxicological cl;arac:tfaizaﬁon and evaluated by the

September 28, 1995. Six of the chemicals— allyl bromide, cellulose insulati
|

nominated
CEC on

, cyanogen
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chloride, diazoaminobenzene, dimethylami.m.:lfpropyl chloride Hcl, and Stod solvent—
were recommended by the ICCEC for study, 'wlnle oné, isopropenyl acetate, was recom-
mended for no testing. Four chemicals were j_reviewed and deferred for further action -
chlorate, 1-octene, phenyl glyoxal, and pyridcf;stigmine bromide.
On August 1, 1996, the Executive Committee reviewed and approved ICCEC recom-
mendations on 11 chemicals nominated to t.he! NTP for extensive toxicological
characterization and evaluated by the ICCEC on J uly 15, 1996. Six of the chesicals -
chlorate, dibromoacetic acid, carbonyl lulﬁdel, cumene, 1,2-dibromo-2,4-dicyajobutane,
and melatonin -- were recommended by the ICCEC for study. Two chemicals|were rec-

ommended for deferral - tert-buty! formate qnd 2.4,6-tribromophenol. Three chemicals

sources, and testing or no testing recommendations are given in Table 4 (A
(CONTACT PERSON: Dr. E. Zeiger, ETP, NI:EHS)
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